). G␣i is basotive state, the trimeric G␣␤␥ complex is tightly bound laterally localized in epithelial cells but relocalizes to the to the receptor. Upon ligand binding, the receptor acts apical cortex upon expression of Inscuteable, and it is as an exchange factor that catalyzes GDP release on thought that this relocalization is responsible for reorienthe ␣ subunit. Since GTP concentrations are higher in tation of the mitotic spindle. Consistent with this, G␣i the cell, this leads to nucleotide exchange and changes mutants have defects in spindle orientation that are G␣ into its active conformation, in which it no longer comparable with those observed in inscuteable mubinds to the receptor. When GTP is hydrolyzed via the tants. As in C. elegans, Drosophila embryos are surintrinsic GTPase activity of the ␣ subunit, the G protein rounded by an impermeable membrane, and the G␣i returns to its inactive state, in which the ␣ subunit binds phenotype is hard to explain by a failure to transduce to both G␤␥ and the receptor. 
hancing the pulling forces exerted on the mitotic spindle during mitosis.
How does this complex interact with the mitotic spindle? A potential explanation comes from the interaction of LGN with the microtubule binding protein NuMA. NuMA is a nuclear protein that is released from the nucleus during mitosis (Compton and Cleveland, 1994). In mitosis, it is found both at the mitotic spindle and at the cell cortex (Du and Macara, 2004). While LGN is not required for spindle localization of NuMA, it acts as a molecular switch that regulates localization of NuMA to the cell cortex. In its inactive conformation, the N terminus of LGN interacts with the C terminus and inhibits interaction with G␣i. In the active conformation, this intramolecular association is released, and the N and C termini of LGN bind to NuMA and G␣i, respectively. What regulates the transition between these two forms? Du and Macara (2004) 
